**Abstract**

**Background and objective:** Selective serotonin reuptake inhibitors (SSRIs) have been reported to elicit or aggravate certain psychiatric symptoms, such as anxiety and - controversially - suicidal ideation, during the first days of drug administration, but the frequency of such reactions remains largely unknown. In this study, patient-level data from 8205 adult subjects with depression that had participated in drug company-sponsored placebo-controlled trials regarding sertraline, paroxetine or citalopram were analyzed, the aim being to explore the prevalence of an SSRI-induced increase in anxiety-related symptoms or suicidal ideation shortly after treatment onset.

**Methods:** Analyses were carried out on relevant items of the HAM-D depression rating scale. Likelihood of early worsening as well as mean scores for the SSRI and placebo groups were compared using a generalized linear mixed model and a linear mixed model respectively.

**Results:** After one week of drug administration, the mean rating of somatic anxiety was higher in SSRI-treated subjects than in those given placebo (1.41±0.017 vs 1.34±0.011, p\<0.001), as was the percentage of subjects reporting an increase in this symptom (9.4% vs 6.7%, *p*\<0.001). In contrast, mean ratings of psychic anxiety and suicidal ideation, as well as the percentage of subjects showing a decline in these symptoms, was significantly lower in those given SSRI than in the placebo group (psychic anxiety: 1.88±0.017 vs 1.96±0.018, p\<0.001; 7.1% vs 8.5%, *p*\<0.001; suicidal ideation: 0.72±0.012 vs 0.78±0.012, p\<0.001; 5.1% vs 7.3%, *p*\<0.001). The data confirms that SSRIs may elicit heightened anxiety during the first days of treatment in depressed patient but also suggest this to be a rare phenomenon.

**Conclusion:** Whereas the results do not permit the conclusion that SSRIs never enhance suicidal ideation, they indicate that such an effect cannot be frequent, and that, already after the first week of treatment, it is more common that they dampen suicidal ideation.
